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DETAILED ACTION 

Applicant's Amendment filed May 01, 2009 has been received and entered into 
present application. No claims were canceled and claims 9-12 were added by 
applicant. Claims 1-4 remain withdrawn and thus claims 5-12 are under examination. 

Applicants' arguments, filed May 01 , 2009, have been fully considered but they 
are not deemed to be persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objections 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Applicant submitted identical Information Disclosure Statements (IDS) on May 
01 , 2009 and July 09, 2009. Only the abstract of the Hui-yu et al., reference was in 
English and thus that was all that was considered on the May 01 , 2009 IDS. Since the 
July 09, 2009 IDS was a duplicate none of those references were marked considered to 
avoid duplication. In the IDS submitted September 01 , 2009 the Batchelor et al. 
reference is already of record and therefore not considered to avoid duplication. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 5-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Batchelor et al. (Rho-kinase inhibitors prevent agonist-induced vasospasm in human 
internal mammary artery, already of record in the previous office action mailed February 
05, 2009) in view of Trimboli et al. (Coronary artery spasm after off-pump coronary 
artery bypass grafting). 

Applicant has amended the claims such that they now read upon a method of 
treating vasospasms caused by an off pump beating coronary artery bypass grafting 
with a compound of formula I, which encompasses fasudil or hydroxyfasudil. As 
discussed in the previous office action, fasudil is also known as HA1077 and Batchelor 
et al. teaches that vasospasms are an important problem in the recovery from bypass 
graft surgery and the causes are multi-factorial (page 302, paragraphs 1-2). They also 
teach that HA1077 was a relaxant (point 3 of abstract) and that Rho-kinase-inhibitors 
(such as HA1077) play an important role in preventing vasospasms (point 5 of abstract). 
They further teach that common L-type Ca2+ channel blockers such as verapamil as 
well as nitrates often are ineffective against such vasospasm (page 302, 3 rd paragraph). 
Additionally, they teach that HA1077 completely reversed the submaximal contraction 
caused by administration of U46619 (which was used to cause contraction as 
demonstrated in figure 1 , page 304). Thus it would have been obvious to one of 
ordinary skill in the art at the time of the invention that HA1077 can be used to treat 
vasospasms, including those that do not respond to drugs such as verapamil or nitrates. 
Batchelor et al. does not teach treating patients that have undergone off pump beating 
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coronary artery bypass grafting, however Trimboli et al. teaches that coronary artery 
spasms are a problem in off pump coronary artery bypass (OPCAB) and describe a 
patient who experienced persistent coronary spasms after surgery (page 830, 
background). They further teach that coronary artery spasms reportedly occur in up to 
1 .3% of patients and it is suspected that even higher percentage is present that are 
undiagnosed (pave 832, paragraph 5). It would have been obvious to one of ordinary 
skill in the art at the time of the invention that fasudil (HA1 077) can be used to treat and 
reduce the number of vasospasms occurring after surgery, and given then that coronary 
artery spasms, which are a type of vasospasm, are a problem in off pump beating 
coronary artery bypass grafting it would be obvious to use a known treatment for 
vasospasms on those patients. Even more motivation to use fasudil on patients that did 
not respond to the calcium antagonists and nitrate compounds that are reportedly 
ineffective in some patients (Batchelor, page 302). In claims 6-12, applicant claims 
specific locations for the vasospasms and grafting location, however one of ordinary 
skill in the art at the time of the invention would have no reason to believe that fasudil 
would not treat the vasospasm regardless of location. Thus claims 5-12 are 
unpatentable over Batchelor et al. in view of Trimboli et al. 

Conclusion 

No Claims of the present application are allowed. 

New rejections of claims 5-12 are necessitated by the amendment to the claims. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Meghan Finn whose telephone number is (571) 270- 
3281 . The examiner can normally be reached on 8:30am-6pm Mon-Thu, 8:30am-5pm 
Friday (EST). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Meghan Finn 
/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



